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aParticipants with initial TDF treatment who switched to TAF ≥3 months before screening, with no changes to other drugs in their regimen, were also eligible. bStratified by baseline third agent class (PI, INSTI, or NNRTI). c2 participants 
excluded who were randomized but not exposed to study drug. dPrimary endpoint was proportion of participants with plasma HIV-1 RNA ≥50 c/mL at Week 48 (Snapshot, ITT-E), with a 4% non-inferiority margin.

TANGO Study Design
Phase 3 randomized, open-label, multicenter, parallel-group, non-inferiority study

DTG/3TC (N=369)c

Screening 

TAF-based regimen (N=372) 

Week

48d

DTG/3TC early-switch (ES) phase

DTG/3TC late-switch 

(LS) phase

Week

144

Week

96

• Adults, virologically 

suppressed (HIV-1 RNA 

<50 c/mL) for >6 months

• Stable TAF-based regimen

Randomizationb

1:1

Week 

148

Week

196

DTG/3TC (N=298) 

Eligibility criteria

•≥2 documented HIV-1 RNA 

measurements <50 c/mL

•No HBV infection or need 

for HCV therapy

•No prior virologic failure 

and no documented NRTI 

or INSTI resistance

•TAF/FTC + PI or INSTI or 

NNRTI as initial regimena

Week

24

Day 

1

Exploratory endpoints: proportion of ES and 

LS participants with HIV-1 RNA <50 c/mL (Snapshot) 

and safety

Week

200

Switch if HIV-1 RNA <50 c/mL 

at Week 144

Smith et al. IAS 2023; Brisbane, Australia. Poster EPB0218.



• Few ES participants (3/369 [<1%]; 95% CI, 0.0%-1.7%) and 0/298 (95% CI, 0.0%-0.0%) LS participants had HIV-1 RNA ≥50 c/mL in 
the overall population at Week 196 by Snapshot analysis (ITT-E)

• Confirmed virologic withdrawal criteria were met by 1/369 (<1%) ES participant and no LS participants through Week 196, with no 
resistance observed
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Overall Efficacy Results at Week 196 (Snapshot, ITT-E 
Population) 
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Smith et al. IAS 2023; Brisbane, Australia. Poster EPB0218.



• Overall ES group and LS group Snapshot virologic response rates at Week 196 were generally consistent with rates 
across their respective subgroups related to demographic characteristics 
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Proportion of Participants in the ES and LS DTG/3TC Groups With HIV-1 RNA <50 c/mL at Week 
196 Overall and by Demographic Subgroups (Snapshot, ITT-E Population) 

ES, early-switch (participants who switched to DTG/3TC on Day 1); LS, late-switch (participants who switched to DTG/3TC at Week 148). aIncludes American Indian or Alaska Native, Native Hawaiian or Other Pacific Islander, and individuals of 
multiple races. bAfter Week 144, an ES group participant initially categorized as Black or African American was reclassified as Other race by the investigational site.
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• Overall ES group and LS group Snapshot virologic response rates at Week 196 were consistent with rates across 
their respective subgroups related to baseline disease characteristics and baseline third agent class at Week 196 
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Proportion of Participants in the ES and LS DTG/3TC Groups With HIV-1 RNA <50 c/mL at 
Week 196 Overall and by Baseline Characteristics Subgroups (Snapshot, ITT-E Population)

ES, early-switch (participants who switched to DTG/3TC on Day 1); LS, late-switch (participants who switched to DTG/3TC at Week 148).
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SALSA compared to TANGO trial:

 More women (~ 44-34 vs 7%)

 More non-white (~ 40 vs 23%)

 More > 50 years (~ 40 vs 20%)

Dolutegravir + lamivudine (DTG+3TC)
SALSA  trial

No emergenceof resistance
(no one with CVW*)

Llibre et al. IAS 2021; Virtual. Slides OALB0303

*CVW: confirmed virological withdrawal



Dolutegravir + rilpivirine (DTG + RPV)

Llibre JM, et al. Lancet. 2018;391:839-849

SWORD 1&2 trials

Entry criteria: 
- no prior virologic failure
- no documented resistance mutations
- no HBV infection



Van Wick J et al. JAIDS 2020;85;3

SWORD 1&2: virological efficacy at week 148

Emergence of resistance?



Van Wick J et al.JAIDS 2020;85

Virological failure in 11 pts (1%): 8 in Early switch, 3 in Late switch

6/990 pts

SWORD 1&2: resistance data at week 148

48 weeks

100 weeks

149 weeks



R. Palacios et al., HIV Med. 2023;24:933–937.

10 cases had a detectable

viral RNA load at 48 weeks 

(3 LTFU)

 no emerging mutation

• 322 (92.5%) with virological suppression

• 26 (7.4%) without virological suppression

(6 virological failure and 20 restarting ART)



R. Palacios et al., HIV Med. 2023;24:933–937.



• A total of 735 individuals suppress-switched to 
an INI+RTI 2-DR

• 534 (73%) dolutegravir (DTG)+lamivudine (3TC)

• 186 (25%) DTG+rilpivirine (RPV)

• 15 (2%) other INI+RTI 2-DR

• The 5 most common regimens individuals were 
being switched from were:

• DTG+ABC+3TC - 134 (18.2%)

• DTG+TAF+FTC - 50 (6.8%)

• DTG+TDF+FTC - 42 (5.7%)

• EFV+TDF+FTC - 36 (4.9%)

• EVG/c+TAF+FTC - 31 (4.2%)

Baseline Characteristics

Mussini et al. IAS 2023; Brisbane, Australia. Poster EPB0209.



• 454 (61.8%) individuals 
suppressed switching to a 2-DR 
had ≥ 1 documented resistance 
test at any point prior to baseline 
(38.2% had no resistance test 
results)

• Of those tested, 50.0% had 
documented resistance 
mutations in at least one class of 
ARVs

DRMs, Drug resistance mutations.
Resistance to a class of ART drugs indicated by presence of ≥1 mutation conferring reduced susceptibility to any drug within that class; resistance testing data were abstract from medical records.

Drug Resistance Mutations by ART Class

Mussini et al. IAS 2023; Brisbane, Australia. Poster EPB0209.



• Among the 5 individuals who experienced a VF event on DTG+3TC, no one had a documented history of INSTI- or NRTI-associated 
resistance mutations

• Among the 5 individuals who experienced VF on DTG+RPV, 2 had history of NNRTI-associated resistance mutations (neither had 
mutations associated with reduced susceptibility to RPV) and no one had a history of INST-associated mutations

• Six VF events were identified by having a single VL ≥50 copies/mL at week 96, which was the end of study follow-up. 
Individuals may have resuppressed on their 2 DRs after follow up ended, but these outcomes were unobserved

• A sensitivity analysis using a threshold of VL≥200 copies/mL to define VF (using all component definitions) identified 3 VF events (KM 
estimate: 0.5% [95% CI: 0.2-1.5%])

Virologic Failure

Mussini et al. IAS 2023; Brisbane, Australia. Poster EPB0209.



*Includes VF events from virologic failure table plus viral blips.

• There were 23 measurements of low-level viremia occurring over 1340 person-years of follow-up; incidence rate: 1.7 
events per 100 person-years (95% CI: 1.1-2.6). 7 of 10 VF events were low level viremia

• There were 4 measurements of high-level viremia (VL ≥200 copies/mL), occurring over 1340 person-years of follow-up 
incidence rate: 0.3 events per 100 person-years (95% CI: 0.1-0.8) 
3 of 10 VF events were high-level viremia

• No resistance tests to identify emergent resistance mutations following VF or viral blip events were documented in the 
medical records

Viral Load Measurements at 96 weeks

Mussini et al. IAS 2023; Brisbane, Australia. Poster EPB0209.
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Dual regimens are often used in older
PLHIV (OPLWH) in Italy

1. Nozza S, et al. J Antimicrob Chemot 2017;72:2879–86
2. Focà E, et al. PlosOne 2021;16:e0258533

• Despite deprescribing becoming more common in geriatric medicine, data on dual ART therapies in EPLWH are limited1

Multi-centre GEPPO (Geriatric Patients Living with HIV/AIDS) Italian cohort1,2

• A cross-sectional analysis in 2019 included 882 OPLW receiving INI-based regimens2

• Median age: 69.8 years; good immunovirological profile; multimorbidity present in 42.3% and polypharmacy in 27.4% of participants

40.3% of study participants were receiving dual 

therapies2 (an increase from 25.4% in 20161)

57,1%

18,4%

9,7%

12,2%

2,5%

Triple

INI/3TC

INI/RPV

INI/Other

Mega (INI + 4 others)

Higher durability of 

DTG-containing 

regimens, with no 

difference among dual 

therapies between 

DTG and RAL2



Viruses 2023, 15, 936

Rate of virological suppression at weeks 24, 48 and 96



Deschanvres C  et al. J Antimicrob Chemother. 2021, Oct 15



Deschanvres C  et al. J Antimicrob Chemother. 2021;15

2D-Regimen Number Follow Up
months

Virolog. Failure
(%)

Discontinuation
for VF

New resistance
at failure

DTG+ xTC 575 19 (IQR: 11-31) 15 (2.6%) 6/15 0

DTG+ RPV 799 20 (IQR: 11-31) 30 (3.8%) 17/30 2

Previous virological failure: 43.8% and 19.8% for  DTG/RPV and DTG/XTC group, respectively.
More than 5 lines of therapy: 58.7% and 37.6%, for  DTG/RPV and DTG/XTC group, respectively.



Factors associated with dolutegravir-based maintenance dual therapy virological failures 
on dolutegravir/rilpivirine



VF and RAMs at 1st or 2nd failure - VIROSTAR

Marcelin AG,e t al. Glasgow 2022.P225

Patients with VF

Emerging RAMS with VF

Emerging RAMS to INSTIs

Emerging RAMS to NRTIs

Emerging RAMS to NNRTIs



Simmetria farmacologica

EMIVITA PLASMATICA INTRACELLULARE

ABC 1,5 ore 12-26 ore

3TC (FTC) 5-7 ore (10 ore) 18-22 ore (>20 ore)

TDF (TAF) 17 ore (0,5 ore) >60 ore (150-180 ore)

EFV 40-55 ore

DOR 15 ore

RPV os (RPV LA) 50 ore (13-28 settimane)

DRVr (DRVc) 15 ore (7 ore)

BIC ~17 ore

DTG ~14 ore

CAB os (CAB LA) 41 ore (6-12 settimane)

Source: DHHS Guidelines, Last Update Jan 20th 2022



virological replication was more frequent in 

PLWHA with subtherapeutic plasma 

concentrations, when using concentration

thresholds of 640 ng/mL for DTG and 50 

ng/mL for RPV.

LEMAITRE ET AL. Br J Clin Pharmacol. 2023;1–10.

PK of DTG/RPV?



48-week data, randomized, switch trial
(DUALIS), HIV RNA < 50 c/ml

Darunavir-r + RPV

Maggiolo F et al. J Antimicrob Chemother. 2020;75:1332-1337.Spinner CD et al. Open Forum Infect Dis 2020;7:ofaa356
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Dolutegravir plus Doravirine DT



Domande “aperte”?

Infiammazione/
immunoattivazione

?
Reservoires? M184V Aderenza?



Merlini E, et al. Antivir Ther. (2018) 23:633–

7. 
Patients on monotherapy 
were more likely to display 
increased T-cell apoptosis

Torres B, et al. J Int AIDS Soc. (2014) 

17:19246.  
Patients on monotherapy display 
higher levels of monocyte 
activation—CD14+CD16-CD163+ 
cells and sCD14 levels.

Petrara MR, et al. PLoS ONE. (2017) 

12:e0185128.  
Significant increase of T-

and B-cell activation in 

patients receiving one 

drug 

Romero-Sánchez MC, et al. Antiviral Res. (2014) 111:26–32.

Belmonti S, et al. J Antimicrob Chemother. (2018) 73:1949–

54. 

Vallejo A, et al. HIV Med. (2019) 20:555–60. 

No relevant changes in immune activation markers & a 
variety of soluble factors

Mussini C, et al. BMC Med. (2018) 

16:79.  Higher CD8+ T-cell count in dual therapy 

van Wyk J, et al. J Acquir Immune Defic Syndr. (2020) 

85:325–30.  
No consistent pattern of change from baseline to 

week 48 or differentiation between both groups in the 

following markers: IL-6, CRP, sCD14, sCD163, and 

D-dimer. 

Significantly smaller decrease in serum IL-6 levels in 

patients on dual therapy, but for sCD14 there was an 

exact opposite trend. 

van Wyk J, et al. Clinical Infectious Diseases 2020; , 71 (8): 1920–1929.

IMMUNE ACTIVATION / HYPERINFLAMMATION IN LESS DRUG REGIMENS: a (possible) new pharmacodynamic parameter

MONOTHERAPY (PI/r) DUAL THERAPY 

T-cell activation not tested



Viruses 2023, 15, 936

Immunological variation in CD4/CD8 ratio at weeks 24, 48 and 96



Serum biomarkers DTG/3TC vs. CAR

Llibre JM, et al. OFID 2022





Inflammatory Markers after Switching to a Dual Drug 
Regimen in HIV-Infected Subjects: A Two-Year Follow-Up

• Prospective single arm study of 
successfully treated subjects
simplifying cART from triple to dual 
regimens.

• 14 subjects were included (mean age 
60 years, 12 men, 26 years since HIV 
infection, CD4 nadir 302 cells/mm3, 18 
years on cART, 53 months on last 
cART). 

• sCD163 values increased significantly
from baseline (+36%, p = 0.003) and 
from 6 months after the switch.

Vassallo M, et al. Viruses 2022



Changes in Immune Cells with 2DR
Open label, randomized, FTC/TAF/BIC vs. DTG/3TCn= 33 vs. 33

Cossarizza A et al. Glasgow 2022. P099

Transitional Memory Terminally Differentiated Exhausted

T Stem Cell Memory Activated

Classical Monocytes Non-Classical Monocytes

Activated CD8+ Exhausted CD8+



ATLAS-M study
ATV/r + 3TC vs ATV/r+2NRTI

Lombardi F et al. JAC 2017;72:2055-2059. 

dual triple

HIV DNA in 2DR options for HIV infection

Lombardi F et al. JAC 2020. Katlama C et al. JAC 2019.

ANRS 163 ETRAL study
ETR + RAL (single arm, 165 pts)

Prospective, controlled study
DTG + 3TC (80 pts)

week 48 week 48 week 96

HIV DNA change

baseline week 48 week 96

148 
copies

+ 0 + 0
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Use of Dovato in Patients with M184V/I Resistance Mutation 

Summary 

• Dovato (dolutegravir [DTG] + lamivudine [3TC]) is not recommended for use in patients 

with current or past history of resistance to any components of DTG/3TC.1 

• In the TANGO and SALSA trial, 9 treatment-experienced participants with the M184V/I 

mutation (based on pro-viral DNA analysis) received DTG/3TC. All 9 patients maintained 

virological suppression (HIV-1 RNA < 50 copies/mL) at Week 48.2,3 

• Limited prospective and observational cohort data are available specific to the use of DTG + 

3TC in patients with varying levels of treatment experience and with a history of M184V/I.4-16  

• There are no data available describing the use of DTG + 3TC in treatment naïve patients 

who have the M184V/I mutation at baseline. 

• Important safety information and boxed warnings(s) can be found in the Prescribing 

Information link and can also be accessed at Our HIV Medicines. 

To access additional scientific information related to ViiV Healthcare 
medicines, visit the ViiV US Medical Portal at viivhcmedinfo.com. 

TREATMENT-EXPERIENCED PATIENTS 

DTG + 3TC is not recommended for use in patients with current or past history of resistance to any 
components of DTG/3TC.1 

Prospective Data 

TANGO2 

TANGO is an ongoing phase three, non-inferiority trial evaluating efficacy and safety of a switch to 
DTG/3TC fixed dose combination (FDC) in HIV-1–infected adults with virologic suppression on a 3-
drug tenofovir alafenamide (TAF)-based regimen. Pro-viral DNA analysis of the study population 
showed 4/318 (1%) and 3/308 (< 1%) participants randomized to DTG/3TC and 3-drug TAF-based 
regimen, respectively, had archived M184V/I. 

Table 1. Virologic Response by Archived M184V/I Status at Baseline (post-hoc analysis)2 

Participants, n (%) 

DTG/3TC  

(N = 318)
a
 

TAF-based regimen 
(N = 308)

a
 

Archived M184V/I at baseline
b
 4 (1) 3 (1) 

     HIV-1 RNA < 50 c/mL at Week 48c 4 (100) 3 (100) 

     HIV-1 RNA ≥ 50 c/mL at Week 48 c 0 0 

No archived M184V/I at baseline
b
 314 (99) 305 (99) 

HIV-1 RNA < 50 c/mL at Week 48 c 314 (100) 303 (99) 

HIV-1 RNA ≥ 50 c/mL at Week 48 c 0 2 (1) 

a ITT-E population with baseline proviral DNA resistance result, with ≥1 post-baseline on-treatment HIV-1 RNA viral load 
result and excluding participants who have withdrawn from the study because of protocol deviation (n=5). b Percentages 
based on N. c Last available on-treatment HIV-1 RNA viral load through Week 48 analysis using last on-treatment HIV-1 
RNA viral load before discontinuation (percentages based on baseline mutation status n). 

DTG = dolutegravir; lamivudine = 3TC; TAF = tenofovir alafenamide. 

The above data should be interpreted with caution as the number of participants receiving the 

components of DTG/3TC that fall in this category (M184V resistance mutation at baseline) is small. The 
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post-hoc analysis presented here is intended to inform the healthcare provider, given the lack of clinical 
trial data that specifically evaluates the use of DTG/3TC in participants with M184V.  

SALSA3 

SALSA is a randomized, open-label, phase 3 non-inferiority trial evaluating the efficacy and safety of a 
switch to DTG/3TC FDC in HIV-1–infected adults with virologic suppression on a 3- or 4-drug regimen 
(2 NRTIs + INSTI, NNRTI, or PI). Pro-viral DNA analysis of the study population showed a 3% 
frequency of M184V/I across both the DTG/3TC (5 M184V) and CAR (4 M184V and 1 M184I) arms. For 
M184V/I in the DTG/3TC and CAR arms, respectively, 4/5 vs 3/5 had VL <40 copies/mL and TND. 

SOLAR 3D13 

SOLAR 3D is a prospective, open-label, comparative, 96-week study in 100 antiretroviral (ART)-
experienced participants switching to DTG/3TC from a stable (≥ 6 month) 2-, 3-, or 4-drug regimen. 

Participants had ≥ 3 prior ART regimens with at least 1 of the following: failure to reach HIV RNA <50 
c/mL, confirmed rebound > 200 c/mL, and/or documented genotypic/phenotypic resistance. 
Participants were assigned to one of two arms, dependent on either the presence or absence of prior 
historic M184V/I. Participants with M184V/I had a longer time since HIV diagnosis (24.6 vs 15.6 years), 
had received more ART regimens (9 vs 4), had been virologically suppressed longer (12.8 vs 8.9 years), 
and had a lower nadir CD4 count (160 vs 225 cells/mm3). Primary and select secondary endpoint results 
are presented in Figure 1 below. 

Figure 1. Virologic Outcomes at Week 48 Based on Presence/Absence of Historical M184V/I13 

There were no cases of confirmed virologic failure or treatment-emergent resistance across treatment 
arms through Week 48. The frequency of viral blips (viral load ≥ 50 c/mL but < 200 c/mL with 
subsequent re-suppression) in those with and without historical M184V/I was similar: 6.1% vs 8.2% at 
Week 24 and 2.1% vs 6.4% at Week 48, respectively. Viral load target not detected (< 20 c/mL) was 
similar across treatment arms at baseline and through Week 48 (84% vs 80% of participants with and 
without historical M184V/I, respectively). Drug-related adverse events and adverse events leading to 
withdrawal were similar across treatment arms. 

DOLULAM4  

This is an ongoing, prospective, single-center study in 27 heavily pre-treated, ART-experienced, 
virologically suppressed persons living with HIV (PLWH) who were switched to DTG 50 mg once-daily 
plus 3TC 300 mg once-daily. Participants were included if they were on stable ART (HIV-1 RNA < 50 
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785 pts: 96.4% VS at 5 years



• 712 individuals in France, Italy and Spain, 60 (8.4%) with past M184V
• By 3 years after switch, overall probability of VR and blips was 6.7% and 6.9%,
without any statistical significance according to the presence/absence of past M184V.



STUDY DESIGN

45
Blick et al. IAS 2023, #OAB0202

ELIGIBILITY CRITERIA:
• HIV+ Adults aged ≥18 
• HIV-1 RNA <50c/mL for 

≥6mos
• Any stable 2-/3-/4-drug 

ART for ≥6mos
• Prior virologic failure (≥2 

prior ART with at least 1 
of following: failure to 
attain PCR<50, confirmed 
rebound PCR>200, 
documented genotypic/ 
phenotypic resistance)

• No exclusion for prior 
INSTI, any CD4, prior NRTI 
mutations, or M184V/I or 
K65R in BL Proviral DNA 
NGS (above a 10% 
threshold)

• COVID Window +/- 1mo.

SOLAR-3D: 
Prospective, open-label, comparative, 96-week 

study, [144-week extension] (n=100)

HISTORY OF PRIOR M184V/I  (n=50)

NO HISTORY OF PRIOR M184V/I  (n=50)

PRIMARY 
ENDPOINTS:
• Proportion of 

pts with PCR≥50 
at Wks 48 & 96 
(FDA Snapshot, 
ITT-E, Per 
Protocol)

SECONDARY 
ENDPOINTS:
• PCR<50 at Wks

48 & 96 (FDA 
Snapshot, ITT-E 
and Per 
Protocol)

• Discontinuations 
due to CVF 
(PCR≥50 
followed by 
PCR>200)

DAY 1 WEEK 
12

WEEK 
24

Primary Endpoints: Participants with 
PCR≥50 per FDA Snapshot (ITT-E, PP)

WEEK 
36

WEEK 
48

WEEK 
72

WEEK 
96

WEEK 
144

Individuals were consecutively consented and enrolled during regularly scheduled office appointments 
from 5/2/2019 through 6/16/20202

DTG/3TC è un regime ARV non indicato in pazienti con resistenza nota o sospetta verso la classe degli inibitori dell’integrasi o verso lamivudina



BASELINE CHARACTERISTICS

46
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There were no significant differences observed for Age at time of HIV diagnosis, Race, HBV/HCV, Median                       
highest PCR or History PCR>100,000c/mL



SWITCH CHARACTERISTICS
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§1 pt with a screening PCR<50 was PCR 73 c/mL at BL; †1 pt with screening PCR<50 was PCR 4150 c/mL at BL

137.8 (133-151)      137.4 (133-151)        138.3 (132-151



BASELINE ART AND PROVIRAL MUTATIONS
Baseline ART All Patients

(n=100)
Historical M184V/I

(n=50)
No Historical M184V/I

(n=50)

ART Regimen, n (%):

• 2 NRTIs + INSTI:
v TAF/FTC/BTG
v ABC/3TC/DTG
v TDF or TAF/FTC + DTG

58 (58)
4 (4)

51 (51)
3 (3)

30 (60)
3 (6)

26 (52)
1 (2)

28 (56)
1 (2)

25 (50)
2 (4)

• 2DR (NNRTI + INSTI):
v RPV/DTG 21 (21) 12 (24) 9 (18)

• 2 NRTIs + boosted INSTI:
v TAF/FTC/EVG/c 6 (6) 0 6 (12)

Historical GT vs Proviral DNA NGS

M184V/I on Historical GT, n (%): 50 (50) 50 (100) 0

Proviral DNA by NGS, n (%):
• M184V/I present
• M184V/I absent
• K65R present
• K65R present with Q151M

70 (70)
15 (21)
55 (79)

1 (1)
1 (1)

41 (82)
15 (37)
26 (63)

1 (2)
0

29 (58)
0

29 (100)
0
1

48
Blick et al. IAS 2023, #OAB0202

NGS = Next-Generation Sequence; Performed by Quest Diagnostics; Resistance-associated mutations present in 10% 
or more of viral species sequenced are reported
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VIROLOGIC OUTCOMES: 
Primary & Secondary Endpoints, Wks 48 & 96, ITT-E
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PCR ≥ 50 c/mL by FDA Snapshot

SECONDARY ENDPOINT
PCR < 50 c/mL by FDA Snapshot
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2%

(1/50)

6%

(3/50)

92%
88%

(46/50) (44/50)

84% 88%

(42/50) (44/50)

4%

(2/50)
2%

(1/50)

Historical M184V/I
No Historical M184V/I
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VIROLOGIC OUTCOMES: 
Primary & Secondary Endpoints, Wks 48 & 96, Per Protocol
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2.1%

(1/47)

6.4%

(3/47)

97.9%
93.6%

(46/47) (44/47)

95.5% 97.8%

(42/44) (44/45)

4.6%

(2/44)
2.2%

(1/45)

Historical M184V/I
No Historical M184V/I
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VIROLOGIC DISPOSITIONS: Week 96, ITT-E Population

Blick et al. IAS 2023, #OAB0202

N (%) Historical M184V/I
(n=50)

No Historical M184V/I
(n=50)

PCR<50 c/mL 42 (84) 44 (88)

PCR≥50 c/mL
Data in window but PCR≥50 c/mL
• Resuppressed PCR<50 c/mL on F/U
Discontinued for lack of efficacy

2 (4)
2 (4)

2
0

1 (2)
1 (2)

1
0

NO VIROLOGIC DATA
Outside Week 96 window
Discontinued because of Drug-Related AE
Discontinued due to Death
LTFU
Incarcerated

6 (12)
0

1 (2)
3 (6)§

1 (2)
1 (2)

5 (10)
1 (2)

0
2 (4)†

1 (2)
1 (2)

§3 deaths unrelated to study drug: 1 prior to Week 36 due to probable cardiac arrhythmia from pre-existing 
cardiomyopathy, 1 prior to Week 48 from cardiorespiratory arrest, 1 after week 48 from hemorrhagic stroke; †2 deaths 
unrelated to study drug: 1 prior to Week 48 from suicide, 1 after week 72 died in sleep at home/? suicide
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VIRAL LOAD “Blips”: Through Week 96

Blick et al. IAS 2023, #OAB0202
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6.4%

4.1%

6.1%

8.2%

4.3%

6.3%

2.1%

6.4%

0%

4.5%5.1%

2.2%

3/47 2/49 3/49 4/49 2/47 3/48 1/47 3/47 2/44 1/452/390/38

Historical M184V/I
No Historical M184V/I

A viral load “blip” was defined as a viral load of 50 to <200 c/mL that resuppressed with adjacent PCR <50 c/mL
The occurrences of “blips” by visit were similar across treatment arms; HIV-1 RNA resuppressed in all patients 
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VIRAL LOAD Target Not Detected (TND): 
Through Week 96

Blick et al. IAS 2023, #OAB0202
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76%

78%
84%

68%
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Historical M184V/I
No Historical M184V/I

Viral Load TND was defined as a VL <20c/mL
Viral Load TND was similar across treatment arms

BASELINE

76%
80%



2-drug regimens and HIV control into CNS

No Changes in Human Immunodeficiency Virus (HIV) Suppression and Inflammatory Markers in 

Cerebrospinal Fluid in Patients Randomly Switched to Dolutegravir plus Lamivudine

(Spanish HIV/AIDS Research Network, PreEC/RIS 62)
Tiraboschi JM et al. JID 2020

Dual antiretroviral therapies are effective and safe regimens in the central nervous system of 

neurologically symptomatic people living with HIV

Trunfio M et al. AIDS 2020

Efficacy and safety of two-drug regimens for treatment of HIV in the central nervous system

Efficacy, pharmacokinetics and neurocognitive performance of dual, NRTI-sparing antiretroviral

therapy in acute HIV-infection

Gay CL et al. AIDS 2020

Gabuzda D et al. AIDS 2020



Forgiveness of DTG/3TC

• 240 pts treated with 3TC/DTG

• Adherence measure: PDC = proportion of 
days covered

• Median FU 819 d (IQR 450-1459), 681 
PYFU

• Median adherence 99% (IQR 95-100%)

• 10 non responders, 29 pts with non 
confirmed blips

• Slightly worse forgiveness compensated
with overall high adherence

Maggiolo F, et al., J Int Assoc of Providers of AIDS Care, 2022



4500 REPRIEVE patients
Kileel EM, et al. OFID 2022





CONCLUSIONI

• I dati a favore di una semplificazione a DTG/3TC in pazienti con 
soppressione virologica sono molto favorevoli e dimostrano efficacia
prolungata in assenza di evidienti effetti avversi

• L’impatto di una pregressa M184V e della durata della SV sono ancora in 
discussione

• Aderenza parametro essenziale ma di difficile valutazione
• Disturbi neurocognitivi?
• Impatto metabolico degli INSTIs?

• DTG/RPV ha dati similmente favorevoli ma pochi fallimenti con 
selezione di RAMs sono stati osservati

• Le altre Dual hanno indicazioni limitate (PI+3TC) o dati ancora parziali
e osservazionali (DTG+DOR o DOR+3TC)



Grazie per 
l’attenzione


